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DECLARATION UNDER 37 CJF.R. S 1.132 
I, Dean LeMar Mann, M.D., declare as follows: 

1. I am one of the named inventors of the invention described and 
claimed in the ahove-identified patent application. 

2. I am a citizen of the United States and reside at 10533 Tuokerman 
Heights Circle, Rockville, Maryland 20852. ^formation regarding my educational training 
and employment history is detailed in a copy of my curriculum vitae, which is attached hereto 
as Exhibit A. 

3 . I have read and am thoroughly familiar with the contents of the above- 
identified patent application, the contents of the Office Action dated December 10, 2008, as 
well as the references cited therein. It is my well-considered opinion that none of the 
references cited in the Office Action teaches or suggests, when viewed alone or in 
combination, the unexpected finding of the claimed invention that administering to a 
mammal an antigen and culture medium supernatant derived from peripheral blood 
mononuclear cells (PBMCs), which have been activated with anti-CD3- and anti-CD2S- 
coated beads in the culture medium, enhances the immune response to the antigen in the 
mammal. 

4. The surprising finding that supernatant derived from activated PBMCs, 
which contains culture products such as cytokines and chemokines, augments the immune 
response to an antigen m vivo was observed during clinical trials that were conducted on 
patients receiving bone marrow transplants. In these trials, anti-CD3/anti-CD28 activated T 
cells were infused into the patients to see if the activated T cells would enhance a patient's 
response to an antigen. We found that a patient's immune response to an antigen was 
augmented, but could not identify antigen-specific memory T cells in the infused cell 



population. We subsequently found that the products released from the activated T cells 
could account for the enhanced immune response to an antigen in the patient We then 
conducted studies on rhesus monkeys, in which we administered supernatant containing 
culture products derived from anti<;D3/anf>CD28 activated PBMCs in combination with 
standard vaccines and showed an enhancement of the immune response to die vaccines. 



publications by other investigators which show that products of PBMCs activated by anti- 
CD3/anti-CD2S enhance immune responses when administered as an adjuvant to an antigen. 



are true and that these statements were made with the knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment or both, under Section 1001 of 
Title 18 of the United States Code and that such willful false statements may jeopardize the 
validity of the application and any patent issuing there^ 



5. 



To the best of my knowledge, I am not aware of research studies or 



6. 



I declare further that ail statements made herein of my own knowledge 




Dean LeMar Mann, M.D, 
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Exhibit A 



Curriculum Vitae 



Dean L. Mann, M.D. 
Professor and Head, Division of Immunogenetics 
University of Maryland, School of Medicine 

Date September 17, 2008 
Persona] Information 



Business Address Division of Immunogenetics 

Department of Pathology 
University of Maryland, School of Medicine, and 



Program in Oncology 

The University of Maryland 

Marlene and Stewart Greenebaum Cancer Center 



Office Address University of Maryland Medical System 

Department of Pathology, Division of Immunogenetics 
22 S. Greene Street 
Baltimore, MD 21201 

Phone Number (410) 328-5512 



Education 



1956 BA. Science Goshen College, Goshen, Indiana 
1963 M.D. St. Louis University 

School of Medicine 

St. Louis, MO 



Internship (medical) 



St. Louis University Hospital 
St. Louis, MO 



Assistant Resident, St. Louis University Hospital 
St. Louis, MO 



Fellowships 
1966-1968 



NIH Postdoctoral Fellowship in Immunology 



Medical Licensures 



Virginia 

Maryland (Active); #D0050237 



Major Research 

Interests Immunogenetics; cell surface antigens; structure/function of major 

histocompatibility gene products, Immunobiology of AIDS and cancer. 



Employment History 

1968-1983 Medical Officer, NIH, NCI, Division of Cancer Biology and Diagnosis, Bethesda, MD 

1 983 - 1 987 Medical Officer, NIH, NCI, Division of Cancer Etiology, Laboratory of Human Carcinogenesis, 
Bethesda, MD 

1984-1987 Head, Biochemical Epidemiology Section, Laboratory of Human Carcinogenesis, Bethesda, MD 

1987-1 996 Chief, Immunogenetics Section, Laboratory of Viral Carcinogenesis, DBS, NCI-FCRDC, 
Frederick, MD 

1996-present Professor, Department of Pathology, University of Maryland, Baltimore, School of Medicine 
Major Academic Tasks 

1996-2005 Associate Director, American Red Cross National Histocompatibility Testing Laboratory of the 
University of Maryland 

1996-present Head, Division of Immunogenetics, Department of Pathology, University of Maryland, Baltimore, 
School of Medicine. The Division has a clinical laboratory that provides histocompatibility testing 
for transplant services at the University Hospital. 

Professional Memberships 

American Association for Histocompatibility and 
Immunogenetics 

American Federation for Clinical Research 
American Association of Immunologists 
Transplantation Society 
American Society for Clinical Investigation 

Honors, Awards 

Alpha Omega Alpha 

Distinguished Visiting Professor, University of Vienna, 
School of Medicine, Vienna, Austria 



Administrative Service 



Institutional Service 

Member, External Advisory Board, Myeloma Institute for Research and Therapy, University of Arkansas, School of 
Medicine 



National Service 

Member, NIAID Vaccine Study Section 



Editorial Boards 



Reviewer: 



1985-present AIDS 
Blood 

Clinical Immunology and Immunopathology 
Journal of AIDS 

Journal of AIDS and Human Retrovirology 
Journal of Immunology 
Nature Medicine 
Science 

Journal of Infectious Disease 
Immunology and Immunopathology 
Carcinogenesis 

2001 - present Immuno-genetics 

Human Immunology 

2002- present PNAS 



Teaching Responsibilities 

2005 Currently mentoring 3 graduate students and 1 post-doctoral fellow in my research laboratory and 

serving on thesis committees of 3 additional graduate students. One 1 st year resident rotated 
through the lab for several months during 2004. 



Grant Support 
Active 

05/1 5/03-04/30/08 Principal Investigator: Dean L. Mann, MD (20%) 
5U01-AI054641-05, The Dow Chemical Co./NIAID 
"Non-invasive Plant Virus-particle Based Anthrax Vaccines" 
Annual Direct Costs: $385,523 
Total Direct Costs: $1,498,371 

1 1/17/03-06/30/08 Principal Investigator: Dean L. Mann, MD (20%) 
Hasumi International Research Foundation 

"Development of Dendritic Cell Based Vaccines for Cancer Immunotherapy" 
Annual Direct Costs: $ 152,409 
Total Direct Costs: $1,230,203 



05/01/03-06/30/08 Co-investigator: Dean L. Mann, MD (10%) 

Principal Investigator: Dr. Thomas MacVittie 
U. S. Department of the Interior, Navy 
"Adult Bone Marrow Stem Cell Research" 
Annual Direct Costs: $350,000 



09/01/07-02/28/09 



04/01/08-03/31/11 



Co-investigator: Dean L. Mann, MD (10%) 
Principal Investigator: Dr. Shea-Donohue 
NIH/NIAID, 1RC1AI078520-01 

"Novel Therapy for Post-irradiation Insult to Gut Mucosa in Non-Human Primates" 
Annual Direct Costs: $468,674 

Collaborator: Dean L. Mann, MD (1%) 

Principal Investigator: Dr. Alessio Fasano 

NIH/National Center for Complementary and Alternative Medicine 

1R21AT004089-01A1 

"VSL for Asthma" 

Annual Direct Costs: $261,300 

Total Direct Costs: $597,600 



Pending 

07/01/08-06/30/13 



Collaborator: Dean L. Mann, MD (5%) 
Principal Investigator: Dr. Alessio Fasano 
NIH 

"Protease Functions in Intestinal Mucosal Pathobiology" 
Annual Direct Costs: $99 1 ,029 



07/01/08-06/30/13 Co-investigator: Dean L. Mann, MD (5%) 
Principal Investigator: Dr. Alessio Fasano 
NIH 

"Predictors of NEC and Host Responses in the Developing Premature Ii 
Annual Direct Costs: $447,279 

07/01/08-06/30/10 Mentor: Dean L. Mann, MD (2.5%) 

Principal Investigator: Dr. Kim Hankey 
Mary Kay Ash Foundation 

"Ex Vivo Expanded NK and NKT Cells for Cancer Immunotherapy" 
Annual Direct Costs: $43,263 



09/01/08-08/31/09 



Faculty: Dean L. Mann, MD (5%) 
Principal Investigator: Dr. Kim Hankey 
Department of Defense 
Breast Cancer Research Program 
Annual Direct Costs: $73,824 



1 1/1/08-10/3 1/13 Principal Investigator: Dean L. Mann, MD (20%) 
NIH 

"Interactive Genetic and Etiologic Factors in Innate Immunity in Celiac Disease" 
Annual Direct Costs: $25,000 



Completed Research Supp ort 



09/0 1/97-08/3 1/00 Co-investigator: Dean L. Mann, MD (5%) 
Principal Investigator: Dr. Kaslow 

#1R01A141951-01/NIH/NIAID (Univ Alabama at Birmingham) 
Subcontract 

"Genetic Factors in the Epidemiology of HIV- 1 Infection" 
Annual Direct Costs: $42,089 

07/0 1 /98- 1 2/3 1 /0 1 Principal Investigator: Dean L. Mann, MD ( 15%) 
DAMD 17-98-1-8466/ USMRMC 

"Prostate Tumor Antigen Discovery: Development of a Novel Genetic Approach" 
Annual Direct Costs: $125,000 



3/1/02-2/28/03 Investigator: Dean L. Mann, MD (5%) 

Principal Investigator: Dr. Karp 
5U01-CA-069854-08/NCI, NIH 
"Phase I Trials of Anti-cancer Agents" 
Annual Direct Costs: $399,076 



8/1/99-7/3 1/03 Principal Investigator: Dean L. Mann, MD (15%) 

5-R24-CA82888-03/ NCI, NIH 
"Flow Cytometry Applications in Cancer Biology" 
Annual Direct Costs: $150,000 



Co-PI: Dean L. Mann, MD (10%) 
Principal Investigator: N, DeClaris, Ph.D. 

1-R01-GM58721-01A2/NIH (U of Texas, M.D. Anderson Cancer Center (Subcontract)) 
"Robust Generalization in MHC Peptide Binding Models" 
Annual Direct Costs : $ 1 02,03 8 

Principal Investigator: Dean L. Mann, MD (15%) 
Hasumi International Research Foundation 

"Development of Dendritic Cell-Based Vaccines for Cancer Immunotherapy" 
Annual Direct Costs; $183,128 



6/1/05-4/30/06 Principal Investigator: Dean L. Mann, MD (%) 

5U01-AI054641-02, The Dow Chemical Co./NIAID 
"Non-invasive Plant Virus-particle Based Anthrax Vaccines" 
Total Direct Costs: $94,207 (Supplement) 

9/1/06-12/3 1/06 Principal Investigator: Dean L. Mann, MD (%) 

FraunhoferUSA/DOD 

"Targets of the Immune Response Vaccines to Combat Infectious Pathogens" Supplement 
Total Direct Costs: $25,589 

10/2/00-present Principal Investigator: Dean L. Mann, MD 

AP Intramural 

"Determination of the Role of MICA, MICB in Allograft Rejection" 
Total Direct Costs: $9,550.00 



1 1/17/03-6/30/06 Principal Investigator: Dean L. Mann, MD (10%) 
Hasumi International Research Foundation 

"Development of Dendritic Cell Based Vaccines for Cancer Immunotherapy" 
Total Direct Costs: $397,261 



8/5/04-7/3 1/07 Co-P.L: Dean L. Mann, MD (15%) 

Principal Investigator: Aaron Rapoport, MD 
5R21CA101356-02, NIH/NCI 

"Immune Responses to T cell Expansion + PCV Immunization" 
Total Direct Costs: $225,000 

2/1/06-7/31/06 Principal Investigator: Dean L. Mann, MD 

TEDCO/MTTF 

Agreement with Promogen, Inc. & TEDCO/MTTF 
Total Direct Costs: $5,387 

9/1/04-8/3 1/06 Principal Investigator: Dean L. Mann, MD (3%) 

Fraunhofer USA/ DOD 

"Targets of the Immune Response Vaccines to Combat Infectious Pathogens" 
Total Direct Costs: $269,360 

8/15/05-1/3 1/07 Co-investigator: Dean L. Mann, MD (3%) 

Principal Investigator: Thomas MacVittie, PhD 
1R01AI067503-01, NIH/NIAID 
"Immune Reconstitution in Nonhuman Primates" 
Annual Direct Costs: $175,090 

3/1/03-2/28/07 Co-investigator: Dean L. Mann, MD (5%) 

Principal Investigator: Jeffrey Hasday, MD 
5R01HL069057-05A1, NIH/NHLBI 
"Mechanisms of Fever-Enhanced Hyperoxic Lung Injury" 
Annual Direct Costs: $250,000 
Total Direct Costs: $1,250,000 



Dean L. Mann, MD (2%) 

Principal Investigator: Scott Strome, MD 

5 R0 1 DEO 1 53 24-04/ NIH/NIDCR 

"MAGE-A3/HPV 16 Peptide Vaccines for Head and Neck Cancer" 
Annual Direct Costs: $250,000 

Principal Investigator University: Dean L. Mann, MD (4%) 

Principal Investigator Company: Hahm, Sung Ho M.D. - Promogen, Inc. 

Maryland Industrial Partnerships (MIPS) 

"Construction of Synthetic Gene Promoters" 

Annual Direct Costs: $52,376 
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